Background: Neck circumference (NC) was reported to be associated with visceral obesity in some specific subjects. However, no studies have reported whether NC could identify visceral obesity in the general population. Here, we mainly aimed to explore whether NC is suitable to identify visceral obesity in the general population. Methods: Our data were from a cross-sectional survey on the prevalence of metabolic diseases and risk factors in East China from 2014 to 2015. A total of 9366 participants aged 18-93 were identified for analysis. Anthropometric indices, biochemical parameters and clinical characteristics were measured. The NC values were quartered according to sex. Spearman's correlation coefficient was employed to test the correlations between different variables. Linear regression and logistic regression were conducted to explore the relationship of NC with visceral adiposity indices and visceral obesity. Results: Among the 9366 participants, 3938 (42.05%) were male and 5428 (57.95%) were female. NC had a positive correlation with the visceral adiposity indices, regardless of sex. In all quartiles of NC, in both men and women, as NC values increased, the values of all the fatness indices showed a tendency to increase (all P < 0.001). After full adjustment for demographic variables and metabolic factors, linear regression showed that NC was still associated with the fatness indices for visceral obesity (all P < 0.001). In addition, logistic analysis showed that a larger NC was associated with a higher risk of visceral obesity in both males (OR 32.34, 95% CI 24.02-43.53; P < 0.001) and females (OR 21.43,; P < 0.001) after adjusting for potential confounding factors. Conclusion: NC can be a supplemental indicator for identifying visceral obesity in the general Chinese population.
that are widely applied in clinical settings. More recent indices, including the visceral adiposity index (VAI), the lipid accumulation product (LAP), the abdominal volume index (AVI) and the conicity index (Cindex), which are calculated on the basis of simple data such as triglycerides (TG), high-density lipoprotein (HDL), body mass index (BMI), weight, height, WC, and hip circumference (HC), have also been introduced [6, 7] . In particular, the VAI has proven to be an indicator of adipose distribution and function in more than 30 publications [8] . However, BMI mainly reflects overall obesity, and WC varies with the phases of respiration and fullness of the stomach. Moreover, both WHR and WC are based on longitudinal measures that are not very reliable for estimating central obesity in subjects who develop pendulum abdomen, in which the line of the umbilicus falls below the line of the hip. Given this information, all of these indices have certain limitations.
Deposition of fat around the neck is a unique phenomenon that depicts upper body subcutaneous adipose tissue. Measurement of the neck circumference (NC) has been identified as a surrogate marker for determining upper-body subcutaneous fat distribution. It is low-cost, reliable, noninvasive, reproducible and unaffected by phases of respiration or stomach fullness. NC has been proven to be closely associated with other anthropometric parameters (e.g., BMI and WC) and various metabolic risk factors [9] [10] [11] [12] . Previous studies also showed that NC or neck fat content is positively correlated with visceral fat content; however, these studies were conducted in HIV-infected individuals, with small sample sizes or in combination with other diseases, limiting the degree to which the findings can be generalized [11, 13, 14] . Here, we aimed to find whether NC is a good indicator for evaluating visceral obesity in the general population by comparing the relationship between NC and the fatness indices expressing visceral fat distribution.
Methods

Study population
SPECT-China is a cross-sectional survey on the prevalence of metabolic diseases and risk factors in East China (ChiCTRECS-14,005,052, www.chictr.org. cn). The details of the study design have been described previously [15] [16] [17] . In brief, the study was performed from February 2014 to December 2015. Twenty-two sites in Shanghai, Jiangxi Province, Zhejiang Province, Jiangsu Province and Anhui Province were selected using a stratified cluster sampling method. Adults aged 18 years and older who were Chinese citizens and had lived at their current residence for 6 months or longer were invited to participate in our study. Those with severe communication problems, with acute illness or who were unwilling to participate were excluded from the study. A total of 10,798 residents participated in this investigation. After exclusion of participants who were completely missing laboratory results (n = 191), were missing questionnaire data (n = 159), or were younger than 18 years old (n = 7), 10,441 subjects were enrolled in the SPECT-China study. Candidates with missing NC or WC measurements (n = 459) and some biochemical indices (e.g., insulin or TG levels, n = 352) were also excluded. In addition, patients having neck diseases including goiter or other neck masses or deformities identified with ultrasound diagnosis (n = 232) or with long-term use of hormone replacement therapy (n = 32) were excluded. Finally, a total number of 9366 participants aged 18-93 years were analyzed in this study (Fig. 1) .
The study design protocol was approved by the Ethics Committee of Shanghai Ninth People's Hospital, Shanghai JiaoTong University School of Medicine. All procedures were in accordance with the ethical standards of the responsible committee on human experimentation (institutional and national) and with the Helsinki Declaration of 1975, as revised in 2008. Written informed consents were obtained from all patients.
Clinical and anthropometric evaluation
At every site, the same trained staff collected all the data according to a standard protocol. Trained interviewers used a questionnaire to collect information on demographic characteristics, medical history and lifestyle risk factors [18] . Current smoking was defined as having smoked at least 100 cigarettes in one's lifetime and currently smoking cigarettes, and current drinking was defined as alcohol intake more than once per month during the past 12 months [18] . Body weight, height, WC, HC and blood pressure were measured with the use of standard methods as described previously [12, 18] . NC was measured below the cricoid cartilage, and afterwards, at the level of the mid-cervical spine [19] . BMI was calculated as the weight in kilograms divided by the height in meters squared. WHR and WHtR were calculated as waist circumference divided by hip circumference and height, respectively. The VAI, LAP, AVI and Cindex were calculated as follows [6, 7] :
For both males and females : AVI
Biochemical measurements
Peripheral venous blood samples were drawn after an overnight fast of at least 8 h. The blood samples for the plasma glucose test were collected into vacuum tubes with the anticoagulant sodium fluoride and centrifuged within 1 h after collection. All blood samples were stored at − 20°C after collection and then shipped by air within 2-4 h on dry ice to a central laboratory, which was certified by the College of American Pathologists. 
Definition of variables
Visceral obesity was defined as a waist circumference ≥ 90 cm in males and ≥ 80 cm in females [18] .
Statistical analysis
Data analyses were performed with the software package SPSS Statistics, Version 22 (IBM Corporation, Armonk, NY, USA). Normally distributed data were expressed as the means ± SD, whereas continuous variables with a skewed distribution were summarized as the median with interquartile range (25%, 75%) and were logarithmically transformed before analysis. To compare the differences between groups, one-way analysis of variance (ANOVA) was used for continuous variables with a Gaussian distribution, and the Kruskal-Wallis test was used for variables with a skewed distribution. Spearman's correlation coefficient was employed to test the correlations between different variables. 
Results
Characteristics of study participants
This study recruited 9366 subjects whose mean age was 53.04 ± 13.02 years. Among them, 3938 (42.05%) were male and 5428 (57.95%) were female, with a slight female preponderance (F:M = 1.4:1). The characteristics of the study participants according to the quartile of NC were summarized in Tables 1 and 2 . The mean value of NC was 33.52 ± 3.29 cm in the total participants, and men had a mean NC 4.0 cm wider than women (35.84 ± 2.75 vs 31.84 ± 2.54 cm). The quartile ranges of NC in males were ≤ 34, 34-36, 36-38 and > 38 cm. Males with a larger NC had higher values for weight, WC, HC, BMI, WHR, WHtR and blood pressure and higher levels of FPG, HbA1c, FINS, HOMA-IR, TG, TC, LDL and ALT (all P < 0.001). The indices (VAI, LAP, AVI and Cindex) assessing visceral fat accumulation also showed a graded increase as NC increased (all P < 0.001). At the same time, the quartile ranges for NC in females were ≤ 30, 30-32, 32-33 and > 33 cm. Females with a larger NC also had higher values for metabolic parameters and the fatness indices (all P < 0.001). In contrast, the participants with a larger NC displayed lower levels of HDL, both in males and females (all P < 0.001).
Correlation coefficients for NC
Correlation analysis demonstrated that NC had a positive correlation with all the fatness indices for both overall obesity and visceral obesity, including BMI, WC, WHR, WHtR, VAI, LAP, AVI and Cindex, regardless of sex (all P < 0.001). In addition, NC was positively correlated with blood pressure, FPG, HbA1c, FINS, HOMA- Data were presented as the mean ± SD for continuous variables with a normal distribution and as the median (interquartile range) for continuous variables with a skewed distribution. One-way ANOVA and the Kruskal-Wallis test were used to compare the differences between groups WC waist circumference, HC hip circumference, BMI body mass index, WHR waist-to-hip ratio, WHtR waist-to-height ratio, SBP systolic blood pressure, DBP diastolic blood pressure, FPG fasting plasma glucose, HbA1c glycated hemoglobin, FINS fasting insulin, HOMA-IR insulin resistance index, TG triglycerides, TC total cholesterol, LDL low-density lipoprotein, HDL high-density lipoprotein, VAI visceral adiposity index, LAP lipid accumulation product, AVI abdominal volume index, Cindex conicity index IR, TG, TC and LDL but negatively correlated with HDL (all P < 0.001) ( Table 3) . Table 4 summarized the results of the linear regression models analyzing the association of NC with WC, WHR, WHtR, LnVAI, LnLAP, LnAVI and Cindex. In the base model (Table 4 , model 1), a larger NC was associated with higher values on all the visceral adiposity indices in both males and females (all P < 0.001). After adjustment for age, smoking, drinking, HbA1c, TC, LDL and SBP, the association was slightly weakened in both sexes but was still highly significant (all P < 0.001), and R 2 was greatly increased in both males and females (Table 4 , model 2). Table 5 demonstrated the results of the logistic regression measuring the association of NC with visceral obesity. In each model, the odds ratio (OR) for visceral obesity increased across NC quartiles (all P for trend < 0. 001). In the model not adjusting for any factors (Table 5 
Association of NC with visceral adiposity indices
Association of NC with visceral obesity
Discussion
We found that NC was highly correlated with all the anthropometric indices of obesity including visceral obesity and overall obesity. After full adjustment for demographic The emergence of visceral fat could be interpreted as a specific marker of systemic lipid over-accumulation, expressed by a parallel increase in circulating TG. The excess lipids may be stored in the ectopic sites (e.g., skeletal muscle, liver and pancreatic β cells), where they can cause substantial metabolic disruption [5] . Additionally, visceral adiposity can produce more free fatty acids [5] and secrete a large number of inflammatory cytokines, cells and adipokines, which may play important roles in the occurrence of insulin resistance (IR) and diabetes [20] . Classically, BMI is the most widely used index to measure total adiposity, while WC, WHR and WHtR have been used as surrogate markers for visceral adiposity. In our study, NC is significantly correlated with these fatness indices, which corresponded well with previous studies [9, 11] . A cross-sectional study on elderly Chinese subjects found NC to be highly correlated with BMI and WC [21] . Another study in diabetic individuals found a positive correlation of NC with obesity markers [22] . However, BMI can neither distinguish between fat and lean tissues nor identify the anatomic location or function of distinct fat depots [23] . WC also has a number of limitations. First, the site for measurement of WC varies in different clinical studies [24, 25] . Second, WC is affected by the state of stomach fullness and respiration. Third, it may not be practical for large population studies, especially in cold weather and with heavy clothing [25] . NC has been suggested to be a better indicator for evaluating central obesity compared with other anthropometric indices [26] , due to the advantages of being a stable and convenient measurement at an explicit anatomic landmark with little fluctuation related to diet and respiratory conditions. However, these studies were conducted in specific populations or with small sample sizes. The most important advantage of this study is that it is the first study to verify the association between NC and fatness indices in the general Chinese population with a large sample size.
Another interesting finding from our study was that NC, to some extent, might be able to not only identify visceral adipose distribution but also visceral fat function for the general population. The VAI has been identified to be an effective marker for visceral obesity, which can replace visceral CT scanning [27] . In addition, VAI could evaluate visceral adipose function with high sensitivity and specificity. The LAP, a continuous marker, could reflect the combined anatomic and physiologic changes associated with lipid over-accumulation in adults [23] . The AVI was an estimation of the overall abdominal volume that theoretically included both intra-abdominal fat and adipose tissue volume [6] . Cindex, an index of abdominal obesity, was shown to be a sensitive indicator of risk for hyperlipidemia in Western populations [7] . Our results showed that NC was significantly associated with these indices. In addition, many pro-inflammatory molecules secreted by adipocytes are involved in regulating metabolic and immune functions. Previous studies showed a correlation between NC and several adipose cytokines, which suggested a role for NC in reflecting adipose tissue function and whole-body metabolic conditions [9] . Jamar et al. [28] found that plasminogen activator inhibitor 1 (PAI1) is a prothrombotic adipokine involved in the coagulation cascade and fibrinolysis that may increase the risk related to obesity, and NC was shown to be an independent predictor of PAI1 after adjustment for sex and BMI. All these studies indirectly displayed that NC might be able to reflect both visceral fat distribution and function.
We also found that NC was positively associated with blood pressure, FPG, insulin, HOMA-IR, TC, TG and LDL and negatively correlated with HDL. According to Hoebel et al. [29] and others [30, 31] , NC can be a useful biomarker of risk factors in metabolic syndrome, such as IR, central obesity, blood pressure, fasting glucose levels and triglycerides. Stabe et al. [25] found that NC was strongly associated with IR. Other research also found that NC could indicate risk factors associated with metabolic syndrome in teenagers [31] . In fact, a previous study had shown that NC individually contributed to the prediction of MS risk factors beyond conventional anthropometric indices such as BMI, WC and WHR [32] .
This study has some strengths. First, it is the first study to detect the association between NC and visceral obesity in the general Chinese population. Second, anthropometric measurements were made and questionnaires were administered by the same trained research group with strong quality control. Third, our data source is from a general population, and the sample size was relatively large, so the results may be more reflective of the population as a whole. However, our study also has some limitations. First, being a cross-sectional study, it was difficult to make a causal inference between NC and visceral obesity. Second, it lacked direct measurements of subcutaneous and visceral body fat, such as CT and MRI, which most accurately reflect body fat distribution. However, taking into account the clearly conveyed aim of this study, the absence of such validation does not affect our conclusions. Third, some adipokines that could reflect adipose function were not assayed. Thus, additional studies are needed to verify the association between NC and visceral adipose function. Finally, individuals who practice some sports may have a larger NC. Thus, the information on some special types of sports which might influence the size of NC should be collected in the questionnaire in the future study. Despite these limitations, we were still able to make assumptions regarding the usefulness of NC in diagnosing visceral obesity, especially fat distribution. 
